(1) a diagnosis of CIS suggestive of MS according to available criteria [1]; (2) availability of CSF and serum; (3) presence of oligoclonal bands in CSF and not in serum; (4) no MSspecific treatment prior to sampling, except for corticosteroids; (5) MRI examination and (6) clinical follow-up.
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Supplementary Table 1 Contactin-1ELISA validation results
CSF
LLOQ
0.12 ng/ml Intra-assay % CV 3.5
Inter-assay % CV 11.0
Overall % linearity 107 (acceptable range 80-120%)
Overall in range% 102 (acceptable range 80-120%) % Spike recovery 100 (acceptable range 80-120%)
Contactin-2 ELISA
All reagents were provided in the ELISA kit and they were diluted according to the manufacturer's protocol. Briefly, a 96-well ELISA plate was coated with the capture antibody (4 ug/mL) and incubated overnight at room temperature (RT). Plate was then washed three times with 1X wash buffer (300 uL for each well). A seven-point standard curve (0.156 ng/mL, 0.313 ng/mL, 0.625 ng/mL, 1.25 ng/ml, 2.5 ng/mL, 5 ng/mL and 10 ng/mL). CSF samples were diluted 1:20 with reagent diluent and incubated at RT for 2 hours on gentle shaking. Following steps were carried out according to the manufacturer's protocol.
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Magnetic Resonance Imaging (MRI)
In Amsterdam (Cohort1), magnetic resonance imaging (MRI) acquisition was performed at 
Results
Correlation of contactin-2 with NBV in MS patients
Contactin-2 correlated positively with normalized brain volume in the whole MS group (r=0.26, p=0.04, Supplementary Fig 2) .
NFL and NFH levels in different diagnostic groups
NFL levels were similar across RRMS, SPMS, PPMS and control groups (F(3,97)=1.14;
p=0.34), except NFL tended to increase in RRMS versus controls (p=0.06). NFH levels (F(3,97)=0.96; p=0.41, adjusted for age) levels were similar among all diagnostic groups 4 ( Table 1 ). In addition, NFH correlated with EDSS within the relapse-onset group (r=0.35,
p=0.004).
No correlations of NFL and NFL with brain tissue damage in MS patients
No correlations between NFL and NFH and markers of brain atrophy were observed within disease subtypes except the positive correlation of NFH with T2 lesion load in RRMS patients (r=0.35, p=0.03). 
